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A medicinal composition comprising a sparingly water-soluble medicine, a surfactant and a solid base and being excellent in 
dissolution characteristics and peroral absorbability. 
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?^'l4<50TtSF K 5 0 6 (fe-SV^ttF R- 9 0 0 5 0 6) i-oV ^■r ^CO 

J: 9/=^@f*^^s^^*;i5ti#h$;^xv^^ mm^EQ 2-277321^) , 




fk^iS : 1 7 -T y 1 , 14 -v^k Kndrv^- 12- [2 - (4 - 
t K n df- ix— 3 — ^ h ^ i/ v'iJ' □ -^dp i/yb) _ x — t"'r^ 
/U] - 2 3 , 2 5 - 7< h =^ V- 13, 19, 21, 27-7^h 
^^7^/1^-11, 2 8 4 -Tif h y a [2 2. 
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3 . 1.0 



4, 9 



] :t'!7 ^ =1 7^- 1 8 -^>'- 2 , 3, 10, 16- 




(I) 



2 
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R' ItTKmrn"?-. t Kndrv^S, t^li^H^cb Kndfi/^^ ib L < {iT/u^/P 
^ 7t ( S :^ dp y £ } c J; o T e $ r / u ^ /i^ s ^ . 

R'\ R'\ R'\ R'\ R'\ R'\ R'^ R^^ *3 J;t>'R2M:J?4l3x LTtK^M^^/c 
R-'ioXXIR''lt. ^i,iLLXyt^ym. iktzlt^^iAiLLX. (R^^a, tK^J^T-) 
=^iyS^ r/^^yV::e-^->£, ^jL<}*^ i^:0CH30CH2CH,0CH3 T-^^^^H 

n 1 ^_fctt 2 ^^tJ-To 



t—m\z./^^Xttfu-hL<i:i:^m^(D5m-hL<li6mmt^h^j:^^mmi^. ^ 
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Wt U-C<2^^Tfc^) (#I^0S6 1-14 8 18 1 3 — a •>'^^#I^^P?^^ 

0 3 2 3 0 4 2^#BS) ^ #(CFK5 0 6 -L^llii. ffplt. WM. -WM. 

^m. flftja. mm. ^bm. wm. mmm(Dm^^m.i^:^iif^i&^^it^^^m 

;^No. 9 9 9 3 (UT.W^^m9 2 7 ^^t.tzity^ h U-:fh ^±7^ ' ^ 
n:^^\ft)^'^-:fy.^i^—y..^^'^'^a^^^iy^]^o. 7 2 3 8 {'0.1LW^^ 
^9 2 8-^) COi§«(Cj:oTMit^tL/c h y n{b^4^ttF R- 9 0 0 5 0 6, 
FR-900 5 20, FR-900523, F R - 9 0 0 5 2 5 ^ #-^;OSott t 
(#P?SBg6 1-14 8 18 1-^) o 

rT/b^;b£j Lt^^iJi LTI-^. iff^t. L < tt^^tfe^^I^J^^fbTk^?^ 
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m^ii h u ^ ^^^ty V /t-. h y ^7^/^^/ y h y -f^^v^y y /u, ^zi^y^ 

fi?iJ;t}SV5^/^-i/7 3i:^/ui/y/i-, oi^/p-v^^^jx/vv-y yi^, :7'ntvw--:;^:7 

i/y /i.^(7)j: 9 h y gj^v/y $ e>f-$f ^ tv^t^(D t LT h y (C, ~CJ 

T/i^^yi'-^y/vSjb^ j:tFC, ~c, T/i^^/^v-Vi^^/i^-^y /i^S. S'^^f^Lv^ti 
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1:3:^-7 T — '^f^^t^=-f^^^. '^\7L\'^tl fVi^^^^y ^^f-jXyll ^V^<^y( tl JVi^s^lya:. 
ncoj; b T'^ii^'^^gJ^S^ 1 fi^^l±^LT^j J;i/^Tn^/I^S, i|iJ^t^-<^/-tf V;^ 

/U-/t^-/l/^ h /l^oi >';;^/Ix;Jnz:i/U^ dp 1/ >' 4^ ^ :7 ^ >- 7^ :^ ^ 

i^- 2 -Z-oi— /I^Tir^/U, 2 2 - h y :7/>:?hn ;^ 2 -:7a:c^ 

/I'-T-fe-^/L', 2 - h y :7/u:?t-a ^ g^/u- 2 -:7"n ^^^f 2 - :7ai — /UTir^/v 
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i/^c. —c^ T/i';t7y ^/L-S, -y^ t2T/u^/i-Ui7^i^ (c,~c,) r;u^;^^2fli 
^-t^i^^u (Cs~Ce) T/l^^/l-::^^v^ (C, ~C4) T/U;^7y-i';P£, ;^>^:7 
r— ^/^^^/L'S. (c, ^c,) r/^=^/^;«7/w<^^/L'S, hV (c 

, ^cj T/u^/^vy/i- (c, ~cj t/v='=¥->;^/^aK^/i- (c, ) r/i- 

/^^'y>'^;g■i-5^>'^f>';^/'^7^;r:./^£, C, —€4 T/V=!=^v'<!r f y ^'-^n (C,~ 

b^Op-^, a^$t* L'/^ti^^ t LTfi, Tir5^/U, ds- p< 

{b^^ (I) 0[g^6<](rt^^/^:^i LT{i, IS^^ LTl^^^nStt 

/Uv-^i^lt. -^^'^y^ d>.mM(Dr fi^ti') ±M^m^. T>^=^9^i^. 
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V^; ^it^m (I) coj: i9^f* Lv^^)(75^^, R^'jaJ;i/R\ R'^UXJR^co 

ooo^g^^?f^)5JctT*3'9 . R" i: R^Mi?43iL-C7kmil^. R' ttt Kndrt^g, 

*fc{i:r^yS, Yfi^t-^JrVS. R'\ R'\ R'\ R'\ R'\ R'' <!; R'- it-^tv-?' 
tL;^^^/^^. R^o .t R2' mi3z LT (R'°a. tK^J^^) (R^'a. tK*/^^) . 

ttf*Ii$n/ct Kn:irv/S) . n 1 */-c«2 T'7j^$n5-ft:^4^-efc5c FK 
5 0 6 It h y n-fh-^if^ (I ) (D^^-h^ tiy^lt. U V^'fb^^^T^b 5 //^ ftiliC 

1 , 14 - v^t Kn dri/- 12- [2- (4-t:KD r^rv-- 3 - ^ V^^yiy 
i7X2^i^'^;V) - 1 - ?>-^/V\f=.;V-\ - 2 3, 2 5 -v'^ 1 3 , 1 

7, 19, 2 1, 2 7 -7" h ^ ^ ^/V- 1 1 , 2 8 ->>~:^^-t^- 4 -Tif h 

yVi^D [22.3.1.0'''^] :r i^^?=3^-18 -n:: 2 , 3 , 10, 1 

6 — h ^::^>'x 

1 2 - [ 2 - (4 -Tir h^iy- 3 V^l^iy^ ti^^l^/^) - 1 -^^ 
/Vfri/W] - 1 7 -T y /V- 1 , 1 4 -i>"t: Kn:3e>>- 2 3 , 2 5-v^^h 
=3fv'-13, 19, 2 1, 2 7-x h^^^/V- 1 1, 2 8 -v=;d-=^r-y--4 - 

Tf" h y n [22.3.1.0''*^] ^ =i^-i 8 2, 3, 10, 

1 6 -X h 

17- Ty/l--l, 1 4 - v^t KD^i>- 2 3 , 2 5 -i/^ h^-^/- 1 3 , 
19, 2 1, 2 7-7" h^^5^/v- 1 2- [2 -[4- (3, S-v'^ihn^ 
i/yV^V::^^-^) — 3 — p« h^-iy-:^^? n-^:^?^-^^/^]— 1 — p< 5^/H::-::z/u] — i 

1, 2 8 -v^;*-^-!^- 4 -Tif h y i/iJ' n [22.3.1.0''-^] 

18- :2i>--2, 3, 10, 16—7^h^:t>. 
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1 7 -T V /U- 1 2 - [ 2 - [4 - [(-) - 2 - h y -7/1^^0 / 2 - p< h 

^ v-- 2 -y a^=-)VT^ h - 3 - Y^^y^y<7 u^^^yiv^^ - l - "f- 
/m'r^/U-]— 1, 1 4 -i/t Kn ^i/- 2 3 , 2 5 - v'^ h^v-- 1 3 , 1 
9, 2 1, 2 7 -T- h 7P< ^/l'- 1 1 , 2 8 4 -Tif h y v'^' 

n [22.3.1.0^'^] - 1 8-^>'-2, 3, 10, 1 6-7^ h 

1 7 -^^/l'- 1 , 14 -v^t Kn^ix- 12- [2- (4-t Kndpv^- 
3 -7^ h^:^v^^ n-.ar>>/^) - 1 - ^ f^/I^] - 2 3, 2 5 -v^^h 
^v^-13, 19, 2 1, 2 7 -7" b 7;^ f^^l^- 1 1 , 2 8 - 4 
-T-tf M; v^^ n [ 2 2. 3. 1 . O"*'^] ^ =1 1 8 2 , 3, 1 
0, 16-7^ h^^^- (FR900520) , *5cfcl/ 

1 7 -zc^^yl^- 1, 14, 20-hyt Kndrv-- 12 - [2- (3, 4- 
v't Kn dp v/i/^ n^dr^//U) - 1 - ;^ ^/H:~':::i/V] - 2 3, 2 5 -iy;^h 
^->-13, 19, 2 1, 2 7 -7^ h ^ P« 5^/^- 1 1 , 2 8 - v>":^drif- 4 

-Tif" h y n [ 2 2. 3. 1 . 0^'^] :<i-^ iS' =1;^- 1 8 V- 2, 3, 1 

0, 16 -T- hy:t>o 




,25 



(II) 



R 



26 
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{Cjott^fSaT/^=3r/l^^:9'(^^fii7'^M<b LTti, ^^/U. t° 
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titm^l r-^^n (iS:m) T/\^^^Uj tLXn. v/^n:^ntVK v/^n7"^;u, 
xv-zi^^ hUxv'/^s T'h^r'^v'/^^ ■^>'^?7='v'/^^ ^^1^T'"v^/^^ ^t^^^'t'^v- 

'y!^ir^^ytii}£(DmM-^f-^\t5^^T JV^^^y^m-f^ C ird^Tt, ^'iTS^Tti^f* 
mm-^l O^ny^j .ir tTtt. :7.;/^, ig^, J;t/3 'jr^^^lf 5 - i: 



11 



wo 98/24418 



PCT/JP97/04452 



SCl.t^'j^-C^. 7'£;6^-i:t)$t:^ Li/^^cofii/y ^/i^T Tt/W (fg 

L 5fIaT-M^^^^^Tv^Tti J: < . Lv^g^^^w#:{i i . 2 *fctt3 f@T'fc5o 

a^'ai::^/!^, >'/l'::d-n :7 31 — /U, h y ^ O n ^ 31 /U^ fcfi h y ^ /l^:*" n :7 

WMfl t LTtt. M*J^^. L< fS55itSJ^^4^^~(Z5-- 

±IS(7:>$a< ^«Lfc r^jt^^Sj Lv>M<!r LTtt. Sl^i^^ l L 4 
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m^S. t xtt*t°n y v'z^/v, ^ 5: y v^^/u. y v^y , t^-^^ v^^/i- 

y >- K y /i^. >- k y v^^/i^. ^^x^ 5; y y /u-, ^ y y /i^, y 
yy^^. ^'yy'y -^i^y h y rv'y/WT'^ir' ; ^^j^^i /^v^L 2^13^3 j; 

^-tf y y /i^, y ::^-df y y /u^ :t^^i^r y' y /^^te umm^ 1 4H^ 1 2 fia 

v^ry y /^/^^• : 51^/^^ 1 /^v^ t 2fli:f3j;t)«^mi^^- 1 7^^V^ L 3 fi^Wi-^ 
3 ;^^v>L 8Mco^lSfoiS*mJSS. /ii;ttj;^Ty y /i-. ^y^ryy/w, 
v?Tyy/i-/^^ ; fiiS^J^T-l /c^^/^L2^@^^i--5 3/^l/^L8M(D?FlafP1i*¥^ 

^^-t^^^mm-^^^-^m. 7tir^«*-<^y^Ty y/v. -<vy^Tt^Tyy 

: m.mw^^ 1 fia^^i-^ 3 4^^^ l s ^(r^^m^^n^M^. tz t x.\-ty y 
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/I/tK-ZI-. 2, 2, 2 - h y ^ o hdrv-;!?/!^/}^'^/!^/^,!;'') . gJ^^fcft^Ng 
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X/^, :^^v^^^l^>'-trf=-/L':i: — T^/W-, /}< y V':^^^ U >- 7 y /Voz — 7=- 

■ ;^^~>^^l'>-y/^t^'^>'^tMI$^;^7^/^ 
(^11i& : T w e e n 2 0 , : T w e e n 4 0 , PStf:^ : T w e e n 6 
0 , ^^.^ : T w e e n 6 5 , ^tl^fe : T w e e n 8 0 ^) 



15 



wo 98/24418 



PCT/JP97/04452 



CO-40, HCO-60, ^ U-^:7x-RH4 0, ^ U^^^t-RHQ 0 ^) , 



yn— /V (B^7v7"T y ^/@t-Ky :r^:^^^4 0. ^) . ^ y V V '^m^t-^ V 

(^y ;^7:ry 71/^37° n t-^^^^J^'y /U (j^^I^ :Sefsol-218^) , 
i^iJ Zf y t' ^ y — (^tl^ :Sefsol-228^). ^ 

y ;57:/y ^StT'D t^v-^^-y zi— /i', i^:i7 7°y ^/^■T'n t°u;/^~'y :n— /i. ( 

^H^S :Sef sol-220^) , ^ y "7 ^ V V®l:7°n t" 1/ ^ y n —/U, ^ 
y 4 y-yr^ ^^ymrf"^ t°l/>'^y 3— (j^^^ :Sefsol-2126 s 
iyy( yiT'^ ^lymy^'o fl^^'^'y (j^^^S :Sefsol-22 2 6^) , 

^y"v -^—-'^s 4 0 mm^) ^) 

• y }V \^ ^ :ym^m.=^ y^^jv 

^ymy^^^f^y^ iMW.^ : S p a n 8 O . ^) , ^/;XxT y V 
&|?y/bf'^> (il^tl^ : S p a n 60. ^) . ^ / /n/V 5: ^>^y /Ut'^ (i^ 
tliS :Span40,^).^y^^y Vgt V ;V t"^ > (^flig : S p a n 2 0 . 
W) . y tl-y^) fVmiy (i^H^ : S e f s o l - 4 l 8 ^) ^) 

' ^mmm^=^y^7- (i^fl^S : DK-S S, DK-F16 0, DK-Fl 

4 0, DK-F 1 1 0 {M-TMMmm m) 

■^-M#®St±^l] : -y^^^ - ^ F S ? , ^/Un --y^F127, ^ 
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P8 5, /Kn ^ri^-^— 1 8 8 , /Kn - 2 3 5 , /t? d ^-t^-^ - 4 0 3 , tHu 

3f.f-r-4 0 7, 

;=^7^ry/w. y;5!;-rr y ^^i^-r y^n tw, y;^v^T y y^-f y-fc^/u, 
T-T y v^:7'5^/p, j^T^T y vgi-i' y-ir^/i-. -r y:^^ ^^/^-t^/i^. yy— 

(^y ;^:7'y /^^aL^Uy-i^'y /U- :Sefsol-118#), 

tizf^ /Ug^rn ^ U y (i^tl^ :Sefsol-128^) . ^/-Yy 

^>-@^m^Uy^'-y n— /U : S e f s o 1 - 1 1 2 6 ^) , -J-< V 

:^^^^^It3i^U>>?'y /U (i^tl^ :Sefsol^l226^) 

^ y ;(7 -r y /vmr- h ^ y -f? y y (j^n^fe .-sefsoi-eis^) , 

■^tizT') jumT h y ^'^^ y ir y ^ (M^ :Sefsol-668^).^) 
(r^yt°ygti^-f yy°t= tvi^v rv't-y^i^-f y:/^/y, -tr.'-<->y^^y^=?^/y. 
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Pharma. Sci. , 60(9),1281~(l97l) LT. P^lB^faifec^ 

[^y t-r^/Ut°n y K^-. /Ky t'::^/W/Ky t'o y KV> -tr/i^n— 7^zKy-r— (t 
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Kyi7A. m>fflB%-tryWn-;^, ^ n f K>^) . ^fe^iJ. 

Kn=^'>-7'n tVHr/l^n— ^ (L-HPC-2 1) ^<^W«?rl|^^M(-^JBXL 
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fife^l 0^0. 0 1~1 0 0 Omg, $T^L<f*0. 05~500mg, ^ h\Z. 

Img, 0. 5mg, Img. 5mg. lOmg, 5 0mg, lOOmg, 25 
Omg. 5 0 Omg;6i~S-^$tt5o 

mmmm^^><zi3ii^m7km&m^io(DMi^i:tn. ±mi^nLx. o. oi~2 
m7i<.m\±m!^. wmfs^mRximwmm(Diifi^L\^^mRitit. i o. i~i 

0 0 : 1 ~3 0 0. cfc D^f:^ L< ttl : 1~50 : 5~150 ^^"9 . ft^^f:^ 
U<i*l:4~40:10~10 OXh^o 

K.}1^±m:iM L 1 ~ 6 0 %. J; "9 L < 2 ~ 3 0 %xh^ :i t f^m^^fi^o 

v'/V— N- [3— (4 — ^ n □ i^^^/U-) — 5 — 7« ^/'^-<Wv'^^^— 2 -'I'/U- 
^9^/1/] -N' - (2, 4, 6 - h y 7/t-7i-n 7^=:/^) (^iXT-fb^if^^M i: 

(Sefsol-218) 

20 
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i^3mmmm^^^y^ (dk— ss) 



1 0 0 m g 



t Kn i^T^n tVU-p^ ^/W-tryU-n— (tC— 5RW) 3 3 0 m g 



fSB^,gt KDdr-;x7°r3 tVHr/un— ^ 



5 0 0 m g 



(L-HPC-2 1) 



1 0 0 0 m g 



31 <J7 y (25ml) Cl. {(i-a^i^MJ^* (lOOmg) . ^ytiy'V 

n t°u>'^-y r:— /I. (0. 6g) isXxi-yBmm^M^^^^T/i^ (ig) ^;(jp;t. 
^H^^^±{:Lmnm~^o ^Cic, t Kn :3^-i/:7'n tVPp' ^/Hr/i^n— ;^ (3. 

^r/^^-7^ (5g) ^;OP;t, M^^fT')= :m^^7=-> u-:^ Ki/— {c^ L. —M: 

-So 

2 

(1) 

F K 5 0 6 1 m g 

yf-V ^^-y^^^:ymt^^i^^ 4mg 

y f":::!/!/!^^^ ]) 9 5 m g 



1 0 0 m g 



(2) 



FK 5 0 6 



1 m g 
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y ^^v-^^L^Vfii-fbt -^i/yffi 



4 m g 
9 5 m g 



1 0 0 m g 



(3) 



FK5 0 6 

(T w e e n 8 0 ) 



1 m g 
>- 1 0 m g 

8 9 m g 



1 0 0 m g 



(4) 



FK506 Img 
V^/-t?!;:^dr>'ac^l^>y/Vt-'^ V lOmg 

t Kn ^ i/T'a tVU^ ^/Hr/H=! — 8 9mg 



1 0 0 m g 



(5) 



F K 5 0 6 

mm 



1 m g 
4 m g 
1 0 m g 
8 5 m g 
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10 0m 



(1) 



(2) 



(3) 



FK506 Img 
^^i^^^l^l^f^it^-^^^^ 4mg 
7K y f'— /Ut'n y K:/ 5 O m g 

4 5 m g 

ft 1 0 0 m g 



FK506 Img 

yi^V ^^iy^^^i^mit^-^i^'^ 4 m g 
t Kn v':7°n fcVbp< -^/Hr/un— 50mg 

%W 4 5 m g 

If 1 0 0 m g 



F K 5 0 6 




1+ 1 0 0 m g 
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(•4) 



(5) 



(6) 



FK506 Img 

^/yi-U^:ym-^Vir^i^=^^i^>'y/^^'^y 1 Omg 

t Kg tVW;^ ^/l^ir/Ua— ;^ 5 0 m g 

?L*S 3 9 m g 

tf 1 0 Omg 



FK5 06 Img 

tUV ^^-y^f-i^y^Mit^-^iy^ 4m g 

^/;^^y /^i$:7°n t'u^-^'y n>-/i^ lOmg 

y t'^/i-t°D y K^^ 5 0 m g 

f 3 5 m g 

it 1 0 0 mg 



FK5 0 6 Img 
*?y ;^^v'^^U'>'5I'fk:t-^v'Jft 6mg 

^^JTT'y VgtT'n t:° W:/^y 71/ lOmg 

;K y t- — /bfn y K> 5 0 m g 

f 3 3 m g 

ft 1 0 0 m g 
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(•7) 



(8) 



(9) 



FK5 06 Img 

/-Ky ;^=^v'^^I^>'?j!'ft:t-7v'^S 4mg 

^ 'i' y ^St:^"^ fi^^-^'y n— lOmg 

^ y t-";::/^ t^n y K:/ 5 O m g 

f 3 5 m g 

f -I- 1 0 0 m g 



FK5 06 Img 
/1^y :^^v^^^l^i/5^'fbt-r->ffi 4mg 
v=:*:7"y /ug|?:7'n t°i^>^i5^y =1— lOmg 

y t-~^/ut"a y K^- 5 0 m g 

?LW 3 5 m g 

1 0 Omg 



FK506 Img 

^/ ;^:7=y /UtT'n fu-^'i/'y 3— 5m g 

i/^TT'y /Ugt^n t°U':/i7'y n— ;u 5m g 

Tii y t'^/Ut'n y K:/ 5 O m g 

f 3 5 m g 
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If 1 0 0 m g 

(1 0) 

FK506 Img 

yf^V ^^i^^^l^l^f^it^-^^y-^ 8mg 

^/ /^S^:tcz t°U'>'^"!; =1— /i^ i 0 m g 

i: h'uiri^Zft2\::°/Uyi^J]y±/Ut2—y^ 5 0 m g 

%m 3 1 m g 

It 1 0 0 m g 

(1 1) 

FK506 Img 

7i<v •^^'^^^^lymit'^^^y^ 4mg 

y^ij Vgtr/n t:°ix>^'"y lOmg 

t Kn drv':7'n tVi'p? ^/i^ir/vn— ;^ 5 0 m g 

%m 3 5 m g 

fi- 1 0 0 mg 

(1 2) 

FK506 Img 

^J. =7^ V >^y^t:'U:^^V =1—/^^ lOmg 

h y^'u^i^zfu i:°/U;>i^/U±/l'x:i—p. 50mg 

f 3 5 m g 
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if 1 0 0 m g 

(1 3) 

FK506 Img 

:<^^v'^5^^'>SIft:t-^v'?fi 4mg 
v?:^7 :r y /vi^zf n t" u :^ y n — l 0 m g 

t Kn:^f-v':7'n tVl^T^ ^/Hr/H3— ;^ 5 0 m g 

3 5 m g 



(1 5) 



It 


1 0 Omg 


) 

FK 5 0 6 


Img 




4 m g 




5 m g 


-Jl3-f^J jv^y'vi \i°u::yV'V /i^ 


5 m g 




5 0 m g 




3 5 m g 


pT 


1 0 0 m g 


) 

F K 5 0 6 


Img 




1 0 m g 




5 0 m g 




3 9mg 
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fi 1 0 0 mg 

(1 6) 

FK506 Img 

mm±3.i^iy9-'^ lOmg 

k Ko3i:-v':7=n tVL-^^/Vir/Un— ;z; 5 0 m g 

%m 3 9 m g 

1 0 Omg 

(1 7) 

FK5 0 6 Img 

;t-^~>^^l^:/Sffbt-^v'ffl 4mg 

^/ 7^7-7° y /u|$:rn t:°i->/i^-~y lOmg 

yii y f^/Vfn y K> 5 0 m g 

?L!^ 2 0 m g 

^ n n— f y rj7i:. 1 5 m g 

H- 1 0 0 m g 

(18) 

FK5 06 Img 

ir^iy^^Ulym.i\L\i'7iy'(^ 4mg 

;?7 7'y /^^7"n t°U>'ir'y n— /U lOmg 
t KndfVy^n tVUp'^/^ir/Pn— 5 0 m g 

fL^ 2 0 m g 

^ o a— h y 'i' A 1 5 m g 
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1+ 1 0 0 m g 

(1 9) 

FK5 06 0.2mg 

/ :fyy°V /i^^y'^ i^°^>'yj ^'—^^ 5mg 

-y 3 $Smm^=^ ^T/l^ 2 m g 

t Kn :Jr-^y n tVuy ^/Uir/UD — :^ 6 0 m g 
i&g^^^t Kndri/:7"n tVHr/l^n— 3 2. 8 m g 

1 0 0 mg 

(2 0) 

FK506 2mg 

y^^V :^^iy=^^l^ymt^-^i^^ 4mg 

^/ i^T"!; /I'St^^n y ;w lomg 

aK y f— /U- n y 2 0 m g 

mv:M7i^^^m i omg 

n ^ f~ K :^ 5 m g 

f^ 1 2 0 mg 

(2 1) _. 

F K 5 0 6 1 m g 

-K" y L->5J!fbt -^-^rS 4mg 

^/ y /i^^:7'd t:° U'>-:^~'y zi— /u- i 0 m g 
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y y 3 0 m g 

i?' a t' K>' 5mg 
:^T-T ^) /vi/^ 0. 2 4mg 

<t ^ 5 c LT/v-S^/v jgft 

It 1 2 0 m g 

(2 2) 

F*K506 3mg 

•^V ^^^t^^'^^^W.it^'^'y'fk 4mg 

;<7:7°y /Wl^T'n t°U-:^iJ^"y =3— lOmg 

7f^ y t'^^/Hr'n y K>' 3 0 m g 

n Y"^ 5mg 

a — Kn:7 3in— 0. 3 m g 

1+ 1 2 0 m g 



f^aai^ii^. nm^2\^ (^^K/^^£) ^c:^^v^^Tofco Kiii^tt. 7K9oomi 

t L. ^^ K/K7>®l5#^tt. 5 0 r p mi: LyCo ^i^^iJ 1 f-TM5t Lfciafig!^^. 
i^l^W^iCisApf^, 5. 1 5. 3 0, 6 0. 9 O^o cfct/l 2 053-{-R^?^0 . 3 m 
1 <^SiSit:.^o itl^ 1 0 0 0 0 r p mT 3 %f^m'b'7^n.\^. ^(D±m 0 . 1 m 
\^t^. 0. 4 m 1 cOt* ^ /— /K7)Ao^c^7^5^y t={-^JPX.. ?:^fPft, 0. 

^i-^^MMm 1 CO%Km^ A {^*f LT. 1+3 0 ( n = 3 ) fyo 
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m^me 2-27732 m-(Dmmm4 tmmi^Lxmmii^rzit'a-mMm 

5fe (lOmg) , t Kn^v-TT^n tVV^5^/Hr/Pn— ^ (4 0mg) . fSKI^S 
t Kndri/r/n tVHr/L'C2-;:< ( 5 0 m g ) A^bl^^mi^'j^Wci^^nmm.^!^ t 

(1) 

pssiiKtt^tb^Lfco -r^tt, i^m^^i 2 k gm'ik(Dh(7:>^m\'\ mMik^ (f 

K 5 0 ecoi^-^fii: LTf*. i mg/;^<t/^5) (D2 4mmmi^±m=tm^Lti 

{5{S4^Ht| 9a#ili(CtT^\ ^<7)i^IW]0#{C7f<4 Om 1 -^X./Co MM^^m. Pjf 

j^LfCo ^ife-t^^J^li^^OSiJ^tt. #^5]Z 1 - 9 2 6 5 9-^-C<2;?^c^F K 5 0 6 

^#^6^]zii>-tfVi^^^/T-;/ir'i' (E I Afi) J: 19 Jo o /Co :&feilfiL^r*,K 

(Cm ax) (i, ^wi^^^,'^.x'(D±sk'pmwm&(Dm±mtL^ mL^m!>^mi^M 
mmMTmm (auo mm^m^y^xtmLtz. 

(2) I^^M^il^ 

• mmm a- ( 1 9 ) izxmm LfcM^^^ 

m^tBfSWO 9 1 / 1 9 4 9 5 c7)^;5gfij 1 ^1/2 t [Hl^tJc: LTUgiSl (Tie 
(a) ~ (d) ;5^b/d;5llf*^^ti[f*(d (e) , (f) ^m^X:^y±/Ht) 
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fcTtaM;^7i^ hfl^ ( 1 m g ;^ y'^jv) „ 

(a) FK5 06 Img 

(b) t Kn^-jyT'n tVu-pi^/i^-tr/un — 7^ 1 mg 

(c) fL«S ' 2 mg 

(d) ^vi^tlJ^:^^—y^-1rV^)'0J^ 1 mg 
( e ) 5 9. 3 5 m g 
(f) :^7"T y VSt-^i/'^v'l^'i^ 0. 6 5mg 



^1 





Cmax 






(ng-hr/ml) 






CV (%) 




CV 1 


;%) 


MMm 3 (19) 


5.1 


30 


14.9 


20 






< 3. 0 


> 50 


< 5. 0 


> 50 





:^MMmm(Dmmm^!mi-i. ^^-i*. mm^i^mn. -^^^^-^jm^tm. 4^3j:t>7^/c 
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■tm. ^m. ™. #11. -SJt. ^11. mm. tt 
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^mt^M'^. mM-^Bim^. i^m'^i^m'-^. m'^-^m. y^m 
^E.:^mmmmmB m^^t. nmmik. mmmm^. -<-=f-^-y h'mmm<D 
-j^.mm^m. m^nif^^mj^ ivv^r^) . y^^r-^^. ti^^^mw-^. 

mmmmMmm^tm (als) ^xx^mmmm) ; 
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&mmm m^it. &mmi^. m^m^&mm. m^^^MMm. ^mmmm:isxTi 
mm) : 



35 



wo 98/24418 



PCT/JP97/04452 



^^^mm. mm^iiis.. m^mm^m. m-m^^m. m^mm. ^^mm. 
t hf^m^±^^/^^ (HIV) (aids) ; 

■m-h'm^^^m=TLfzm-mmT±) i commit x-xj^^mz-^mxh^o 
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i^^No. 9 9 9 3 iUlM^^m 9 2 7^) , ii^M|g^""X||K^lf I^^^X 

: e;2^s^i6!cmo< {im:*:iTi i#3-^. ^ite -.1 9 8 4^i s b) 

l3:^te^tLT*5<9. ^y^l^Hl 2-1 4^T@^^<D^ M/:7'h^-fe;=^ • 

' •^zfy^^^'^^ • ^tJ' v^-^3i>'v';^N o . 7 2 3 8 (^JiW^WM 
9 2 8^) ^jifrlBt^ii^^m^-XUMIJ^^^Xi^Xlli^WW^^ (^l€S : 1 
9 8 5^1^12 0) iZL^fE^nrVNSo 
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1. ii7k^i±». WEsmi^m^xummmm^^'^'r^mmm.m'^o 



R' nT^mW-^. t Knar^>^^ ^*^^i^fct Kndr^>g^ t)L<}iT/u 




Y 

■r23 



(I) 
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R'' ^oXziR'nt^^iLLxAmm'?-. T/]^^/um. r v-^^m^rzi-xhi^ 

R'\ R'^ R'\ R'\ R'^ R'\ R'^' 4a ctt>'R'M±M3i LTtK^J^ 
^ * }^ r /I' =5r /I'S ^ , 

MilLT t Kndri/S, T/L'^/U':^=¥i/S^ ■hL<li. x^OCH^OCH 

:*-=^v'S. ^:/v?/l'g4octt/^-CH2S e (CsHs) Xmi^^H^&^^h 
5. hV->^uit^!S^ (I) /J^ R' iSXXlR' . R^jSctt/RS 
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R'\ R'\ R'\ R'\ R'' tR^'lt^M^ir\.}^^Jl^m. 

R'° tR" m&iLLX {R'°a. T^mm^) ^fcn (R"a. 7K*iF.^) (fc 

n« 1 ^fc{i2 

■r-^ $ iT. 5 {b-a-i^-e 5) If 4 m^co mmu^^^. 

6. h y n ( I ) 1 7 -T y /V- 1 , l 4 -v^t Kn^rv-- i 

2 - [ 2 - ( 4 - t Kn drv-- 3 - p« h^v^i^i^ n^^i/yP) - 1 — p« 
5^/^t'=/V] - 2 3 , 2 5 h^v^- 1 3 , 19, 21, 2 7 —T 
hT^^/L—ll, 2 8 --:/;^^=3r1^-4 -Tif h y v-i^ n [22.3.1. 

O"*'^] ^ :n X- 1 8 V- 2 , 3, 10, 1 6 -7^ h ^ 



40 



wo 98/24418 



PCT/JP97/04452 



1/1 




0 30 60 90 120 

m {mitt) 



INTERNATIONAL SEARCH REPORT 



International application No, 
PCT/JP97/04452 



A. CLASSIFICATION OF SUBJECT MATTER 
Int.Cl^ A61K9/14, A61K31/335 

According to International Patent Classification (IPQ or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. 01^ A61K9/00, 02, 14-26, A61K31/335 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields seardied 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP, 7-291854, A (Tanabe Seiyaku Co., Ltd.)/ 
November 7, 1995 (07- 11. 95), 
Claims 1 to 6 ; Par. Nos. [0004], [0007] 
(Family: none) 

JP, 62-277321, A (Fujisawa Pharmaceutical 
Co. , Ltd. ) , 

December 2, 1987 (02. 12. 87), 

Claims ; page 2, upper left column ; page 2, upper 
right column, line 17 to page 3, lower left column, 
line 1 ; page 3, line 13 to lower right column, 
line 4 

& EP, 240773, Al & US, 4916138, A 



1-3 



4-6, 7 



1 1 Further documents are listed in the continuation of Box C. 


I 1 See patent family annex. 


♦ Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date 
"L" documeot which may throw doubts on priority claitn(s) or which is 

cited to establish the publication dale of another dtadon or other 

spedal reason (as spedfied) 
"O" document referring to an oral disclosure, use, exhibition or other 

means 

"V" document published prior to the international filing date but later than 
the priority date claimed 


"T* later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 

the principle or theory underlying the invention 
"X" document of particular rdevanoe; the dlaimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 

when the document is tal^n alone 
"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 

being obvious to a person skilled in the art 
"&" document member of the same patent family 


Date of the actual completion of the international search 

March 3, 1998 (03. 03. 98) 


Date of mailing of the international search report 

March 17, 1998 (17. 03. 98) 


Name and mailing address of the ISA/ 

Japanese Patent Office 


Authorized officer 


Facsimile No. 


Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



a [SI 



ffll^ttmS^ PCT/J P 9 7/0 4 4 5 2 



A. m^(r>m-i'?>^m-(7)^m mmm^^m d pc) ) 

Int. Cl° A6 1 K 9/1 4, A6 1 K3 1/3 3 5 



B. m^^rt-otz-^^m 



m^noitm'bmmn mnmm-^m ( i pc) ) 

Int. CI" A61K9/00, 02, 14-26, A61K31/335 



c. 



X 



jp, 7-291854, A mmmmw^^^±) , 7 . 11^. 

1995 (0 7. 11. 9 5 ) , #fFf»5it<D|SISW*Tl 1 ~ 6 . 
©^#=■^0 0 0 4, 00 0 7 (7T 5 y^-'^.eU) 

JP. 62-277321, A («^p"pX||«5^^|±) , 2. 
12^. 1987 (02. 12. 87) , #f^lS*(Dt5Iffl, 

m2MtE±m. ^ 2 M;&i#§ 1 7 ff 3 MfcTIi 1 fr, msM 
1 8tf~:&Tffli4tf 

&EP, 240773. Al &US, 4916138. A 



1-3 



4-6, 7 



>jc ^ I ^ ^ "T" ^ y ' — 
roj p®jcj:^ffi^. mm. mTT^^Kni^-t^xm 



r&j ^—^<'r>vyr%^)SM. 



0 3. 0 3, 9 8 



^immm^ff ( i s a/ j p) 

Sf-IS^ 100-8915 
mM#TftfflIK|l;^>raHTg 4#3^ 



1 imm 



4 c 



7 3 2 9 



ffl;tS#-^ 03-3581-1 101 



3 4 5 4 



ig^PCT/ I S A/2'1 0 (^2-<— ( 1 9 9 2^7^) 



